and the resultant cooling of airways." The early response to these stimuli, like the early response to antigen,12 is not followed by an increase in nonspecific bronchial responsiveness.
The mechanisms underlying the occurrence of early asthmatic responses to non-allergic stimuli remain unclear. Direct evidence of mast cell mediator release is unimpressive despite evidence of inhibition by cromoglycate of the early response stimulated, for example, by exercise.13 A major dependence upon irritant receptor-vagal parasympathetic reflexes has been postulated14 but inhibition by atropine and atropine-like drugs is variable and sometimes unimpressive.15 Whatever the pathogenesis, it is abundantly clear that the pre-existing level of nonspecific bronchial responsiveness of the host is a major determinant of the occurrence of early asthmatic responses to both non-allergic and allergic stimuli. The intensity of the stimuli required to provoke a 10 or 20% fall in FEVI varies in a linear fashion with the level of non-specific bronchial responsiveness.16-'8 In other words, the effect of the provoking stimulus is dependent largely upon the preexisting "twitchiness" of the responding bronchi.
These stimuli can be considered to incite an effect of the extent permitted by the pre-existing status of the bronchi. The dependence of early responses upon non-specific bronchial responsiveness and the rapid reversibility of these responses suggest that the airflow obstruction is largely a function of reversible smooth muscle contraction.
Inducers
Late asthmatic responses, occurring as a sequel to an early response (dual response) or in isolation, may be initiated by antigen,' 19 Definitive proof of the acquisition of asthma in this type of work and the relationship of the duration of exposure and symptoms to chronicity after the exposure ends will require prospective studies in which subjects are well documented before exposure and are compared with suitable non-exposed controls. It is likely that the intensity and duration of exposure of reacting individuals will prove to be determinants of chronicity.
As a separate issue, the development of irreversibility among some asthmatics, particularly with adult onset asthma, remains problematical. The clinical assumption is that this is part of the disease and is not attributable to alternative potential causes of irreversible airway obstruction including emphysema, cigarette smoking, continuing pollutant exposure, or bronchial infections.
Thus, we know little about the processes operative in the host in asthma induction, chronicity, and irreversibility. It's enough to take your breath away.
Clinical considerations
The increasingly long list of confirmed inducers of asthma can be expected to continue to lengthen. As 
